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. Derivatives of the free energy with respect to for simulations employing SCR (full violet lines) or HR (dashed violet lines) and free-energy differences calculated with BAR along for simulations employing SCR (full red lines) or HR (dashed red lines) for protein binding and unbinding (∆ ) in system RS of the wt UBM2 domain (A) and the P692A UBM2 domain (B), for the free-energy contribution of the ENs and specific intermolecular distance restraints in the bound state (∆ , ) of the wt complex (C) and the complex involving P692A UBM2 (D), for the free-energy contributions of the ENs in the unbound state (∆ ,1 , ∆ ,2 ) of wt UBM2 (E), P692A UBM2 up to 100 ns total simulation time (F) and UBI (G). 
